INTRODUCTION
Quinazolin-4-one is a frequently encountered unit in nature products such as L-vasicinone(1), 1 Chrysongine(2), 2 and drugs 3 such as methaqualone(3), 4 Nolatrexed(4), 5 Chloroqualone (5), 5 Diproqualone 5 (6). This molecules which based on the quinazolin-4-one ring were reported as interesting pharmacological activities, 6 including anticonvulsant, antibacterial, anti tumor, 7 analgesic, 8 antiinflammatory, 9 and anti-diabetic activity.
10,11
The most common synthetic method to quinazolin-4-one is based on acylation of anthranilic acid and ring closure with acetic anhydride to afford corresponding benzoxazinone 12 which was treated with hydrazine hydrate to give a new 3-aminoquinazolin-4-one derivatives. The current study also involves in vitro antimicrobial screening (neutriet agar) of synthesized quinazolinone derivatives by filter paper disc method. 13 
RESULT AND DISCUSSION
The key starting material 2-propyl-4H-3,1-benzoxazin-4-one (2) has been synthesized via the interaction of butyroyl chloride with anthranilic acid in the presence of pyridine which yielded the corresponding anthranil 1. Treatment of anthranil 1 with acetic anhydride afforded the benzoxazinone 2. The structure of anthranil 1 was proved from its microanalytical data and its IR spectra (cm of two carbonyl groups, υNH and υOH respectively. IR spectrum of the benzoxazinone 2 exhibits strong absorption bands at 1614, 1764 (cm .of C=N and C=O and lack of any band for NH and / or OH such IR data agreed well with the proposed structure.
The 3-amino-2-propylquinazolin-4(3H)-one (3) resulted via treatment of the Benzoxazinone 2 with hydrazine hydrate in boiling ethanol. The structure of compound 3 was confirmed based on its elemental and spectral analyses, thus IR spectrum of compound 3 reveals strong absorption band at 1596, 1673, 3309 and 3212 attributable to υ ). Stirring of 3-amino-2-propylquinazolin-4(3H)-one (3) with aromalic aldehydes namely, 3,4-dimethoxy benzaldehyde, 4-N,N-dimethylaminobenzaldehyde and 3,4-methylenedioxy benzaldehyde in ethanol at room temperature afforded 3-(arylidenamino)-2-propylquinazolin-4(3H)-ones (4a-c). The structure of compound 4 were confirmed on the basis of their elemental analyses. Thus IR spectra of compounds (4a-c) revealed strong absorption bands at 1600-1612, 1669-1676; attributable to υC=N and υC=O respectively, and lacked of any band due to NH 2 . On treatment of compounds 4a-c with aromatic aldehyde namely, 3,4-dimethoxy benzaldehyde, 4-N,N-dimethylaminobenzaldehyde and 3,4-methylenedioxy benzaldehyde in refluxing glacial acetic acid the 3-(arylideneamino)-2-(1-phenylbut-1-en-2-yl)quinazolin-4(3H)-ones (5a-d) were obtained. The structure of compounds 5 were inferred from their IR spectra which exhibit strong absorption bands at the region 1600-1605 and 1670 -1676 attributable to υ m a x C=N and C=O respectively. EIMS of compound 5b exhibited an ion peak at m/z (465; M + ). when compound 3 was allowed to react with carbon disulfide and dimethylsulfate in the presence of sodium hydroxide it yielded methyl-4-oxo-2-propylquinazolin-3(4H)-ylcarbamodithioate (6), The structure of compounds 6 was inferred from elemental analyses, its IR spectrum revealed strong absorption bands at 1450 and 1673 attributable to υ m a x C=S and C=O respectively and devoid the band of NH
2
. The refluxing of compound 6 with secondary amine namely, piperidine, morpholine and piprazine in methanol yielded the corresponding carbothioamide 7a-c. IR spectra of compounds 7a-c exhibit absorption bands in the regions 1450-1470 and 1658-1670 cm -1 attributable to υ m a x of C=S and C=O respectively, EIMS of compound 7c gave molecular ion peak at M + (332). Bromination of compound 3 by treatment with bromine in glacial acetic acid in the presence of sodium acetate yielded 1-(3-amino-4-oxo-3,4-dihydroquinazolin-2yl)propyl acetate (8) . Formation of compound 8 takes place via bromination of methylene group at position 2 followed by nucleophilic substitution by acetate ion. The structure of compound (8) was proved from its IR spectrum (cm 16141687. 1675 and attributable to C=N and two carbonyl group respectively. EI. MS of 13b exhibited a molecular ion peak m/z (M + 357).
Schem 1 Interaction of 3-amino-2-propylquinazolin-4(3H)-one (3) with chloroacetyl chloride in pyridine yielded 2-chloro-N-(4-oxo-2-propylquinazolin-3(4H)-yl)acetamide (14) , IR spectrum of compound 14 was revealed strong absorption bands at 1614, 1672, 1710 and 3120 attributable to υ C=N,C=O, and NH respectively. 
BIOLOGICAL PART
All the synthesized compound were screened for anti-bacteria activity using the following method. The neutrient agar was used as media and filter paper disc (0.7 mm diameter). The qunazolinone derivatives were prepared in ethanol at 3 X concentrations (200 μg/ml,100 μg/ml and 50 μg/ml) Two bacteria isolates (E.coli and Staph. Aureus) were used as a test organisms The compounds 3, 4a, 4b, 5a, 5b, 14 and 15 were highly active against (E. Coli and B.Sublet), whereas 1, 4c, 5c, 7b, 7c, 8, 9, 12a, 12b, 13a and 13b showed moderate activity this microorganism. No significant inhibitory activity of other synthesized derivatives was seen by any against (E. Coli and B.Sublet).
EXPERMINTAL PART
All melting point are uncorrected and determined by the open capillary method using Gallen Kamp melting point apparatus. Microanalysis were carried out by the Micro Analytical Unit at Cairo University. IR spectra (KBr disk) were recorded on FT/IR-300E Jasco spectrophotometer. HNMR spectra were recorded in CDCl
15,16 Mass spectrometry were recorded were recorded Shomadzu, GC-MS (QP-1000EX).
2-butyramidobenzoic acid (1) A stirred solution of 2-aminobenzoic acid 13.7 g (0.1 mol) in dry pyridine (150 ml) was treated drop wise with n-butyroyl chloride 10.5 g (0.11 mol) during 10 min. the mixture was stirred at room temperature (3 hours) and poured into a mixture of ice and hydrochloric acid gave crude 2-butyramidobenzoic acid crystallize from the proper solvent. IR(KBr) cm 2-propyl-4H-3,1-benzoxazin-4-one(2) A suspension of 2-butyramidobenzoic acid 2.07 g 1 8  3  2 5  2 9  3 3  2 2  2 6  2 9  4a  28  29  30  14  25  30  4b  26  30  33  23  28  29  4c  10  15  16  13  14  14  5a  28  19  32  22  25  29  5b  27  28  28  29  29  33  5c  8  15  16  11  13  15  6  ------7 a  ------7b  10  16  19  9 12a  5  11  16  8  12  16  1 2 b  9  1 1  1 3  8  1 3  1 9  13a  17  19  19  15  16  18  13b  9  15  19  10  12  16  14  25  27  30  28  29  33  15  26  28  29  28  29 
3-amino-2-propylquinazolin-4(3H)-one (3)
Compound (2) (1.89 g-10 mmol) and 5 ml hydrazine hydrate were heated on water bath for 1/ 2 hour and then added 50 ml ethanol the mixture was refluxed 3hours, then concentrated and poured on cooled water, the precipitate formed was collected by filtration, dried and crystallization from petroleum ether 60-80 o C to give (1.5g) 3-amino-2-propylquinazolin-4(3H)-one IR(KBr) cm a mixture of vetraldehyde (1.66 g., 10 mmol) or 4-N,N-dimethylaminobenz aldehyde (1.49 g., 10 mmol) or piperonal (1.5 g., 10 mmol) and compound 3 (2.03 g., 10 mmol) in 50 ml ethanol was stirred for 3 hr. the obtained solid was filtered off and recrystalization from the proper solvent to give 4a, 4b or 4c.
3-(3,4-dimethoxybenzylideneamino)-2-propylquinazolin-4(3H)-one (4a).
IR(KBr) cm 
A solution of compound 4a (3.51 g 10 mmol) or 4b (3.3 g., 10 mmol) or 4c (3.35 g., 10 mmol) and vetraldehyde (1.66 g., 10 mmol) or 4-N,N-dimethylaminobenz aldehyde (1.49 g., 10 mmol) or piperonal (1.5 g., 10 mmol) respectively in 10 ml glacial acetic acid and the mixtures were refluxed for 12 hours and then allowed to cool and the obtained solids were filtered and recrystallization from proper solvent yielded (5a-c).
3,4-dimethoxybenzylideneamino)-2-(3,4-dimethoxyphenyl)but-1-en-2-yl)quinazolin-4(3H)-one(5a).
IR(KBr) cm 8 (s, 1H, C=CH), 3.3 (s, 12H, N 
A solution of 3-aminoquinazolinone 3 (4.06 g., 0.02 mol) in dimethyl sulphoxide (10 ml) was stirred vigorously. then added carbon disulphide (1.6 ml) and aqueous sodium hydroxide 1.2 ml (20 mol solution) dropwise during 30 min with stirring . Dimethyl sulphate (0.02 mol) was added gradually keeping the reaction mixture stirring in freezing mixture for 2 hr. The solid obtained was filtered, washed with water, dried and recrystallized from proper solvent gave (6) . IR(KBr) cm 
A mixture of (2.93 g, 0.01 mol) and of piperidine or morpholine or piperazine (10 ml) was refluxed for 3 hr. the produced mixture was cooled triturated with methanol and the solid obtained was filtered off and re crystallization from proper solvent yielded (7a-c).
IR(KBr) cm 1-(3-amino-4-oxo-3,4-dihydroquinazolin-2-yl)-propyl acetate (8) A mixture of 3 (2.03 g, 10 mmol) and sodium acetate (10 mmol) in glacial acetic acid (20 ml) was added bromine (10 mmol) in glacial acetic acid (10 ml) drop wise at 40-50 o C the reaction mixture was stirred for 3 hr, and it was then left to stand in refrigerator overnight the crystals were filtered off, washed with water and recrystallization from proper solvent to give (8) . IR(KBr) cm To a solution of 8 (2.6 g, 0.01 mol) in ethanol (5 ml) was added phenyl hydrazine 1.81 ml, 2 g, 0.02 mol) the reaction mixture was refluxed for 4 hr. after cooling of mixture, the crystallized product was filtered off, washed with cooled ethanol, dried and recrystallization from proper solvent produced (9) . IR(KBr) cm ). 3-amino-2-(3-methylindolin-2-yl)quinazolin-4 (3H)-one (10)
Compound 9 (3.07 g 0.1 mol)was added to 85% phosphoric acid (25 ml) at 180 o C. the reaction mixture was heated for 30 min then cooled and diluted with water 100 ml the solid was filtered and recrystallization from the proper solvent gave (10 
To asolution of 10 (2.89 g, 0.01 mol) in DMF (20 ml) and vetraldehyde (1.66 g., 10 mmol) or 4-N,N-dimethylaminobenzaldehyde (1.49 g, 10 mmol) or piperonal (1.5 g., 10 mmol) the mixture was stirred at 50 o C for 3 hr following pouring the reaction mixture in cooled water and recrystallization the solid produced from the proper solvent yielded (11a-c).
3-(3,4-dimethoxybenzylideneamino)-2-(3-methylindolin-2-yl)quinazolin-4(3H)-one (11a).
IR(KBr) cm Cyclohexanone (0.01 mol) or cyclopentanone (0.01 mol) was added to solution of 3 (0.01 mol ) in 50 ml ethanol. The reaction mixture was heated under reflux for 3 hr and then poured in cooled water and stirring the mixture for 5 min. the solid that separated was filtered and washed with water and recrystallized from the proper solvent giving (12a,b).
3-(cyclopenty lidene amino)-2-propylquinazolin-4(3H)-one (12a).
